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Bispecific antibody for cancer treatment - composed of an anti C-@erb@ 
@B@-2 gene prod, monoclonal antibody and an anti CD3 monoclonal 
antibody 
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Abstract (Basic) : JP 05170667 A 

The antibody is composed of an anti C-@erb@ @B@-2 gene prod, 
monoclonal antibody and an anti CD3 monoclonal antibody. More 
specifically, the anti C-@erb@ @B@-2 gene prod, monoclonal antibody is 
SER-4 and the anti CD3 monoclonal antibody is OKT-3. 

USE/ADVANTAGE - The bispecific antibody is effective for 
cancer treatment . 

Examples are as follows: (1) immunisation of animal and 
prepn. for an antibody producing cells where 6 week old BALB/c mouse 
was immunised with human breast carcinoma cell SK-BR-3 (ATCC HTB 30) 
and after final immunisation, spleen was extirpated and red blood cells 
removed were used for cell fusion; (2) prepn. of mouse myeloma cells 



where 8-azaguanine-resistant mouse myeloma cell line P3-X63-Ag8653 was 
used. (3) prepn. of hybridoma where mouse spleen cells obtd. by (1) and 
mouse myeloma cells (2) were mixed in a ratio of 10 : 1 using PEG-1000 
as accelerator, fused in MEM-DMSO mixed soln. , hybridoma being selected 
by twice cloning on HAT medium; (4) prepn. of an monoclonal antibody 
where pristine treated 8 week old nude female mouse was used; and (5) 
prepn. of a bispecific antibody where obtd. monoconal antibody OKT-3 
and monoclonal antibody SER-4 were used, and fragments Fab'-S-NB and 
Fab'-SH prepd. from these monoclonal antibodies were mixed at 1 : 1, 
incubated at room temp, for 4 hrs . and produced reconstructed F(ab')2 
was isolated as a bispecific antibody. Dwg.0/4 
Derwent Class: @B04<3; @D16@; 

Int Pat Class: 0A61K-O39/ 395Q ; 0CO7K-O15/ 28@ ; @C12N-005/20@ ; @C1 2N-0 1 5 /06@ ; 
0C12P-O21/O60; 0C12P-O21 /08@ ; @C12P-021/08<a @C12R-001-91@ 
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(2) 

1 

[»*S2] ttc-erbB-2»CTI^/:?n-:Hl^# 

[0 0 0 1] 10 
[000 2] 

-(Nature), 316^ 354-356 (1985), H, 314^. 628-631 
(1985)) o /VfX'W'TV yirRffitt. 2 0©&&o itf 

[0 0 0 3] ;Vf y^tafrSfPS-T^St 

l/Ttt. 2-p©-<5 3.y^n^u>^SN-it^-»< 
s^;v-3-(2-t:uv;v^g l ^--jw-^nt!^-h cn- 

succinimidyl-3-(2-pyridyldithiol)-propionate) ^>S- 

H [S-acetylmercaptosuccinic acid anhydride) 

- X.9XD)*>9)1' *=r4 ->>(!. Exp. He 30 
d.), 163, 166-178 (1986)) , ^"3^7 ^0^'J>5H^ 
©Fab 7 7 ^ > h <!: 5 U £ g£ LT$sg A < f£ ST * 
(3-D MT> • ¥'r—7')V ' ' -i A/ Oi?— 
(Ear. J. Immunol.), 19, 1437-1441(1989)) &£**?8^ 

[0004] mfctatn®mn\z&^T. mm*;? 
mz&uT&mtt&i-v&zz.iiifimiznTKz & 

>-fc-y HLancet),335, 368-372(1990). -fA/Ov>- 40 
• Mx-(Immunol. Today), 12 ,51-54 (1991)) . t> 

u mmmm\z&<^vx^»mfs.mm»^M.^ 
mzm&Bi&izttim&ttLztczSo 

[0 0 0 5] t hc-erbB-2^Dh*>ni?->g(Kl©iffl 

jm h ^ -y > zmm-r z * j z n-±;Ha#£ o < * c 

>H ••fe)I/7--;K*n^-(Hol. Cell. Bio.), _9, 11 
65-1172 (1989). A*-f ^SAJV • ViM 75^f • h5 50 



#M¥5-1 7 0 6 6 7 

2 

>X7£S'3>(Blo.Soc. Trans.). 16, 675-677 (198 
8)) . 
[0 0 0 6] 

i&wwm&h^t-rzmm *5£9!©bw«. s© 
a&iifcWJSfc/vf x^->7 w ? ^fi^sg«r-5 j: t \z 

[0 0 0 7] 

[sn§fc#ft-r*&«>©?a] *^^t«tn«. $tc-er 
bB-2ae?g«j^y * D-7-jpgv*tSiCD3t y ^ n- 

c-erbB-2«G?t-e©S«!itt, 8*©fcr* 
T% JtCDS^/^n-^-^Jt^tlixc-erbB-^ty^n- 
MIM«St©t^t)*T, BS«JiJi&!le«im©iSi 
[0 0 0 8] «Tt*^^^BaaicSiWrs. c-erbB-2 
©tfcDfr?. c-erbB-2»£?jgf&Si58SibTV>£t: 

hasiS»^i:^^sufcft#i©B$«esatv7x©# 

«M»Bt««^S*TA'f7*U F-vfcff«U c-er 
bB-2£^E4&£?2SiLTV>£*llB&£5JSU c-erbB-2 

■if') H-v*«ttt?«*-T-5)ov V7Xfcl9:4bTfe 
V7X£K*«fls3i*-. ^&*«8u 9 7"n 

5^ >A#5Afc£^»gb;fcfc©£Jic-erbB-2»tg^ 
gfe^E y * n-:J-;Hft#©*il$aa# t LTWf 5. CD 

%fim-rz>zt\z£K>ftwssmT!&zw> -TTicttis 

nT(A50KT-3fc£©A<7*»J K--7£fflt>TK£-r£ 

[0009] z\0^\zvxn<E>n^2m<o*y?u- 

tM#S^7"^>^;VH >TffiIL. F(ab')j77 

-f b-Mmimii&m\,*Tmjt'rzz\t\z&r) > &m 

©SH-SS^rr^Fab' -SH«C^f-5= WZ £% 5.*^-* 
©Fab* -SH *5, 5' -^^M7.-2-~ YU^y^M v97 

-> V y (dtnb) is. ar-mmrz z.tiz^r>t a b'yyif^> 

bO-h V >mm<PV&Z>Fib' -S-NBlC^f 
-5. #5n-2>Fab'-SHiFab'-S-NBt*jg^b, Fast Pro 
tein Liquid Chromatography(FPLC)&i:T-*i©"f Z>Z\£ 
fciO. A'fX'<->7^yi'tfi^^SS-r^. 
[0 0 10] filTt. ^KOA-fX^^^^ •yi'lnft: 

©s>g)Ss»iancia^-r-5. 
(i) M*m^k.wm&Mtoowm 

c-ex^-2n^Mmzn-rz=tj 2 n-±)Vm»^ 

3~2 0MG<D-?yx%tc\t7y Mcttlg (c-erbB 
-2ffi^S«i*^SbTV^iHll)ia) S^iffiUT, -5-© 
8l«J©l». >J>ASi, *ffijfatti©Si#:jg*JBI^*S?cr 
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3 

h (Complete Freund' s Adjuvant) , &tc\ttftfcft>7 )V 

&*3-?%Z.t.\Z&i)fto. 
[0 0 11] talSOS^tt, l|sI@©i8#<D&l~2ja 
ffli5€K:5~l 01slf?5. &&#&3~7BBfcBBIis# 

ft&Mfem mm%&wfe& (el i sas> : m^m 

[0 0 12] CD3fc#T3^/#n-:f-;Hri#©f£S: 

3~2 0&<£©v9x*fcfi5..y Mcfill (fch**8ifa 
■J>^&) £fc#bT, -?"©»)&©l», <J>/tSK 
A4>©ia#g£lffll&£&Jrr5. f&«9©&T. 

&ffito$>z>Mm&mzm%tsi7z?3.rt> v- (w*«, 
T*;:ifc<fc0fT5. fili©i8:#tt, iiHiB©is:#©& 

l~2IWfl;5~l 0Eff5. &&^&3~7BB 

[0013] &m&£%mm&<DM&\z&-rz\z%>r£ 

t)T, 6xMfeRcDfi*|ft-^S3~7 BBlc. fb&^tc^ 

U S<Ci^li a,200nn. 55)-) bfc&, ±iB£J£T, 
hUX-tMl7 (PH7.65) T-l~2# 

[0014] (2) ftsmmt&omm. 

ffl-TS. 8-71f^7->Bff7'>X (BALB 

/c**> #®ffifflJ&8a>3-X63Ag8-01(P3-ni) (3-DfcT 
7> • • -i A/ny- (Eur. J. Inmiuno 

1.), 6_, 511-519 (1976)] , SP2/0-Agl4(SP-2) CM 

(Nature) ,276, 269-270 (1978)) , P3-X63-Ag865 
3(653) • • -f A/D^-(J.Immuno 

l.),123, 1548-1550 (1979)) , P3-X63-Ag8(X63) CM 

(Nature)^, 495-497 (1975)) fc£jWBV>&n 
4. nn5©WJB*lctt, 8-71f^7:^>i&Jfi OtPMI-1 
640««&tC^)^5> (1.5mM) . 2 -*;k&:/hx*/ 
-/U (5X10' 5 M) , -^x>^V-f-» (10tfg/ml) 
*J:WB63)BJfii» (FCS) (CSLtt®. 10%) 
*.3t»* (KTiE*«*tV»3) fc, $Sfc8-7-»f^ 
7r:> <15#g/«l) «1P*.&»«3 TJIMW***. KB 
J&J»£© 3 ~ 4 B ifflfc jE^igiftlCi&ttU Bt£l$fc 2 X 



(3) #^¥5-1 7 06 6 7 

4 

[0 0 15] (3) IffljagfrS- 

(i) ^fi&\sTc&*<Dft<!m&mt (2) T#&n 
fc#ftaa8ifi£MEM«»*fcttp b s (u v 

1.83g, U>#— #U9A 0.21g. 7.65 
g> SfiMciUyKlk PH7.2) Tf<t<tt»U 
A*, ttftS^aaifi : #fiffi^as= 5 ~ l 0 : l \ZUZ>& 
ftbjMI (1.200rpm> 5#) b£&, _hfi|£ 

10 3 7*CT\ ^UX^l'^yU 3-^-1,000 (PE 
G -1,000) 2 g, MEMii2mlfeJ;^f;W 
;p*+^H0.7ml'©jg^0. 2~lml/l O'fftft 
X£MB£Alit. l~2^ftl;MEM8il~2ml 
^ftlUftlAfc^ MEM««£Dn^.T^g*t5 0ml IC 
fcS«fc5l;:-f-5. ig&#fit (900rpm. 5#) _hfil£ 
JIT. ^ft^tzm^BCb^. ^XK^yhti 

PfcfflbT-l3>£-$>jWCj0H&fcHATigifi 
J£Jfifch#*1J->^> (10" 4 M) , 7-5.P> (1.5X10 
" 6 M) 4>«fctf7$/:7>>J> (4X10" 7 M) £HllA.fc* 

il? Jft) 1 0 0m 1 1>IC!g«-rS. 

[0 0 16] £©&$&£ 9 6ftiSgffl^-Mcl 0 
0ul/^CTt>»ttb, 5%COi -f>+3."'W- 
3 7 < CT7~1 4 Bffli3«T£. ^S^, «*±« 
©-g8^t 0»^^SSS€fe^ £fc J: D . c-erbB-2»e 

1b*^bTV^V>ai)®tK*b^VVW^iJ K-T* 
S«J-rs. ^^"C, ISIf#»?j£lc±0^n-zi>i) r ^2 
@«l»))gb (lBBttHT^fliS (HAT«flfiA>&75y 

^xu>«i8!v^j&aj) , 2@BttiE^««ss«ffl-r 

[0 0 17] (4) */9U-i-MM&>WUi 
7V'Z9>*m C2,6, 1 0, 1 4-7-h9*~W<> 
^x*> (Pristane) 0.5ml*IErt^U 2® 
W^W-T-5) bfc8~l 0S<£©v£X*fcK£*-Kv 
5^1:. (3) TftStUSilltc-erbB-aB^Stt^y^ 

40 y^D-^ttffK4/w:ru H-vi«B2x 1 o 8 ~ 

5X1 0*lifl/Bft»Krtft«-r*. 10-2 1ST? 
/W^JP-VliMSfttS. d©-7^X^6)^*£ 
8©b, jS^fSI (3,000rpm, 5») LTH»»*»S 

40~50%^K7> ; Er:'>AT««fb. DEAE-t 

D7r<>GSL2000 (^ft^X^ttSi) ©*5A 

[0 0 18] tftft:©U-^7X©ft5ttt, V^X^y^ 
50 u-1-)Vttft?-iV>>f*yb (#-i*yb#m $>Z 
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5 

fitt, n-UH£fc<fctf280nmT©SS^fiE,k9&mUT 

[0 0 19] (5) vtfWfOyim. 
AVW >^7->>£ffl^T{eSiL&StCD3^/ V D- 

^A/Py-(J. Immunol. ),131, 2895 (1983)) £DTT7i 

fic-erbB-2Sfc^ ^ n-^-;^^©F(ab' )i 7 

5 y Y 0 DTTfc£©«7n&l£J8 ttT«5EU 

#^nsFab'-sH*y;i.^D-7h^77^-T?ais-r 

[0 0 2 0] Fab'-S-NBtFab'-SHSl : lTig£U & 
PSPfl-f >*i^— >a>U £^£n£H*j£F(ab*) 2 

[0 0 2 1] 

(5) TffS$nfcAWX^->7^ ry^*i#:a:bhU> 
/1«*«fci;c-erbB-2ae?S«>(ISttiaBIi&t©H«tt£m 

(jK^K"7-o.T;W, E.Harlow. D.LanelS. 
Cold Spring Harbor Laboratory^, 1988^) U¥\z£. 

[0 0 2 2] 

(7) /u^yy^ym^ommmm^-i- 

©#«TT?««-f£ £ <hfc<t 0 U >A**£igfi:fc («T 

CD4* s\)Vn-/* y-m®. t 5 1 Cr-C^Ufec-erbB-2a 
£^£&l8ffifflBS£AWX<~>:7.< ^ift#©#£T*5 

«fc^#fiFttT-r««u 5EWffisa^&^s-r-5 si cro^ 

C t C J: OftBlS^SiB^. 

[0 0 2 3] 

(8) W7^>7^ y*ft#©ia««2!l*- 2 - 
fiHtfcCW AJW^-/*7-§ffllB£c-erbB-2fi£^j&83 

[0024] 

( i ) fh®<nfm.tftvm&m<»m®. 

6 S<^BALB/c c-erbB^fefc^ jg4&£^5£gL 
TV>£ t h&3&llffl&SK-BR-3(ATCC#^HTB30)j8 1 X 1 0 



(4) ®H¥5- 1 7 0 6 6 7 

6 

\Z 1 @, ft 6 bit. BH£# BRS<k 0 J&fil U -£© 
Jfil«ft#ti5£SI3fcStf«£ (gi(f^K^-i7JK E.Harl 
ow. D.Lanefg, Cold Spring HarborLaboratorypJ, 1988 

3 B&\zmm&mmvtc mmzMEu%i& 

tts> f-eamwu tr>-fey h-m<ru jgo#8i a, 

200rpn, 5#) -hfS£ITC h'JX-Jgft7> 

*n>7A?g (PH7.65) Tl~2MJ!lSliM€iS 
U MEM^atf3|aItt^t»i)iaBt'&tffl^. 
20 [0 0 2 5] (2) V<7X#fHBfflje©SSeS 

8 -71f ^7->ffittV^X#IIBifflfla*lcP3-X63-Ag865 

3^ie^%t«su mtm£m\z2 x 1 o'jk±©«bi 

[0 0 2 6] (3) A-f 7*U H-V©fpf} 

±13 (i) •v®t>ftrzwxmmmt±.m (2) t#s 

nfc#HBIffltetSl 0 : lfcfc£«fc5iB£U 
ffit (l,200rpnu 5#) Lfc*g, ±ffi£teT. ifcjgLfclfl 
lfi»S«t<{5<rbfc«, tit&Ltt&Z. 3 7*CT?, #u 
X^>#U 3-^-1,000 (PEG-1,000) 2 g, M 
20 EMgffl2ml iSX.tfUt^JlXfrtti' H 0 . 7m 1 
©jgfflcO. 2~lml/l O'T^XBifflfla^lin^, 1~ 
2»W«l;MEMSil~2ml SftOln^fc^, ME 
MtgfflSrftI^T^»A«5 0m l Ia&5«fc5 Kbit. SO 
#81 OOOrpou 5#) ±«£&T. «>«^lCtMa 

S^tCifflgaSHAT^l 0 0m 1 "Wdffl^Lfc. 
[0 0 2 7] £©««?&« 9 6^*ffl^V-h»Cl 0 
0jtl/^fo5rffiU 5 SfcCOj'f >*3.*— 
•fc, 37 *C-e 10-14 Bfflttftbfe. «*±fif#SK-B 
50 R-3*flB&£:K£U c-erbB-2fi£^©8l£3g3iLT^fc 
ViNIH-3T3 (ATCCS^CRL1658)^tttKJSb^Vi'7x 
;P£Stf, 3 5CHTfgifi£lEfirJgiSfc&;5L, 2 0^D 
-^>^£«!9jgbT, fitc-erbB^ae^S^/^D 

[0 0 2 8] ^©A-f7*U H--7SER-4©^^-T-5 ; E>' 
a-i-)Vm#SE1L-4\t. c-erbB^a^^ifeSSSSb 
TVi-5t S^lSiffllSaKATOIII (ATCC#^HTB103), t r-7C 
»)S!BamS174T (ATCC#-^CL188) . ^itf^^XjfflKN 
IH-3T3fcc-erbB-2fc£?*3gAU c-erbB-22^ 1 ^ 
4» *jes^-r5<t3fcttr)fc«8iB&A4-15t^<Sl6;b. c-e 
rbB-2»e^^!fe£^L/TV^j:VsV7X^MNIH-3T3> 
V>7XSBSNIH-3T3ICEIras»e^S:^AbfeiSB8aRASc 
D. iSil^khBfflte'J^^-T-ffl^DandiCATCCS^C 

CL213) L\t±< KfcLtefr-Dtco mott; i;u—y)V 
&mz^x\t. mft#*m±?z;\4 ?v h-^okt- 

3 (ATCC#-^CRL8001) £ATCC<fc DKALfc. 
[0 0 2 9] (4) :£Si;u-i-)l$m<DW& 
7*UX^>«iabfc8ja^-HI|-77XC±l2 (3) 
TftSllfcA-f 7*'J F-V*5~10X1 O'lfflfe/E 

5» *^-n-?nsij©-7^x»c^Erttti*bfc. 10-210 
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ai*£8iK (l~8ml/E) U IfrW&K (3. 
OOOrpoK 5#) UT@^SI^*Ufc. 

[0 0 3 0] ^/^D-^-Jl/tii^IgGCQt^li, 
nfcK**tt£/ty77— a.5M^U5'>-3M NaCI, 
pH9) TSIf^Df'f>A-t7TD-X*7A (7 
r^V->7ttS) fca^b, #5A£ifc#&J§aiAV7 
7- (0.1M*X>& PH4.0) TIgGH#£i§ttiLfc. 
^W^fli^-hU^AO. 5MSttLfcPBSTt* 

[0031] tiUfcvwzvtt-Wttj &u—r)v 

\i>if*v VT?9&hfz£Z\?>, c-erbB-2jte 
?m<6!>\Ztt-?2>*:S>? D-^-;^^SER-4JiIgGl. CD3 
fc^-r^^y^n^— ;HK^0KT-3tt. IgG2aT&o 

[0 0 3 2] (5) AMX^>7W ^##©{£6 
^ / # D-^JMKftOKT-S^T^ O^V (S igma)# 
m T0.1M?X>KA , y7 7-(pH4.1)«K 3 7'CT2 
l$IHM(19U F(ab') 2 75i/^>hS:iSiSl/&. Z.<DM 
mK&\*. 1M NaHCOj £ill;LTpH£ 8 \Z±Vf % Z\ £ IC«fc 
0(?ih$*fc. ty^P-7-;Pta*SER-4tt, 5^ 

Xx-f>#&T, IStt/VH> C"7-^>HXWorth 
ington)ttSD T3mM EDTA£-£tT0. lMI1^A>;/77— 

(pH5.5)tK 3 7 , CT?3NfWMaUTP(ab')»75^ 
JKDBE^KlStt^i8«10iiiMIC^-5«fc 

IC LT#6nfc 2 ffl©F(ab' ) l 75^>h S-en-^n 

h^57^--e«sufc. 

[0 0 3 3] ^/PU— :M4a#0KT-3©F(ab')»77^ 
^>h*0.5oM DTTT305J-, pH7. 5t?ffi3iUji5EUfe. il 
7cE£tt. DTNB (S«Sfi&5niM) TtfjfcSit, £fifcbfcF 
ab'-S-NB&y;^DTh^77^-T*l«Lfc. ^E/^ 
n-^SMfcSER-^OFUb' ). 75W> hfc-*>«»50.5m 
M DTT£ffl^Tj!7cU Fab'-SHSy^nv h^77^ 
Fab'-S-NBtFab'-SHfcl : l~cm&V. 

F(ab')»£y;^n-7^7 7^-Tl|MSU AWX^ 
[0 0 34] 

(6) AWX^->7^y?ffi#©5J&&©lt& 
SttftCD4* ^\;UA-/^ 7-JSBJS:fc«fctfNIH-3T3Jffl® Ce 
-erbB-2»firFftWAU c-erbB-2jI£Tgi8j£ii5SeSI 
f«J:5Cft-DfcliBA4-15fc*W*±B (5) TfP« 
3nfcA^X^^7^!y^tn[#:©R>&tt*M3tgi<*«K 
J: DH^fc. K*tttt7D-*'f l> * h U -(FACScan) 

[0 0 3 5] ffittfcCD4 + A;WA-/*7-ffl^£2tLT 
tt. *y^D-7-;i'tFi#0KT-3i:A'f X^">7-C y^ta 
#)&<Kl£U ^y £ D-^;MftfrSER-4ttKj£;L&i6>o 



;5) #^¥5-170 6 67 

8 

tz. -7j. ^B&A4-15fc5t*bTtt, /t-fX^7^yjr 
SSnfcAM X^/7>f y ?£MmCD3ISttU >AJ££c 
[0036] 

(7) AMX^>7>ryi'Ji#:©jTffl^^-l- 

io bz-2m&?mv!iWi&mmz2o •. laitm-v/wx^ 

7Wy*tt# (lMg/ml) ©#&Tfc<fctf##fiTT 
4B#IWJggU 3E$iSm&»5ifif8^£ 61 Cr©#>-7-IS 

&mM?zz.£\z£r)mffi®g:&m'<tz. *©*§*. 

!g 3 0JC*f «k 5 fcc-erbB-2££^gfe£&58SILTV> 
5SV11. A4-15, KATOIII. LS174T©&ffl8SttitS3M::$B£ 
b&. -77. c-erbB-2»^g&£SSSl,TV>fc^NIH- 
3T3. RAScD, Daudi©&$l&&«.fcA;£5E«cL&fro 
fc. 
[0037] 

.a? (8) x^i/y 4 y 9 mt(ommm8i%:- 2- 

m&{bCM+<\)M-/*7-MM2 x 1 0 T <B£&S!B 
ilfflJi&2Xl O'flWX^^^ y?*i#<10/xg)£: 
tfeCfi-e-U BALB/c^-HT^XJC&T^ttbfc. 
©ifg*. m4 0tC^-r<to{^ c-erbB^ae^S^SiB 
%SbT^5ifflfl&A4-15 (04-A) £LS174T (04-C)T? 
tt, ffittfcCM'^;l/A-/*v-IBJ&£AM';^v'7.f 
y £ £2 fc:©;WB$Jgj££}MW u 

Mffia, ^ikCM^^-z+^-^flawiaa. a* 

30 Baena*)t)fc. c-erbB-23te^^S56ab 
TV^V^iMBSRAScD (04-B)"C«» ^JftSf, igttfllCD4 + 
^A-/*7-«i©a:A-f X^->7^ y ^5i^©ffl* 

[0038] 

[^K©SS«] ^SSMCfcnajKcf&SlC^^gic-er 

[OT©fi8Jlifc!B9I] 
40 [01] ^1SI±» A*-fX^>7^y?t»l#©ffS?)£ 

©mte^^-r. 

[02] ®2Hti, /t«^y7-{ y!7$L#£1£&{£ 
CD4*a;WX-/*5-«IK (0A) fc<t^WSSA4-15 

(@b) taKfoznfttttom-vm^ yn-*M V* 

h'J-(FACScan)T»SrUfcife**^-r. a ; 
fo2lk/3.\,>tZ<DmytK?->. b ; ^y^o-T-Jl'ta 
#:0KT-3^Rjfe^#fct^©A^->. c^y^D- 
7-JV$i#SER-4S:KJ^S-e-fct€r©A^->. d ; 
X^->7W ^^ft^SjS3-&fct^©^^->. 

50 [03] m3m\t. /ux^y^y^^i^mmm 
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[03] 



»30 



Target c-erb-B2 
cells expression 0 



mxmn?m (%) 



20 



_40 



_60 



100 



NIB-3T3- No 

svii y« 

A4-I5 Yes 

RAScD No 

KATOin Yes 

Daudi No 

LS174T yes 



\y/////AmmzmyjM\ 



(7) 



#^¥5-17 0667 



[04] 




<5DinLci. 5 wsmm rrnmrn.^ f i &wm^mm 

C 1 2 N 15/06 

C 1 2 P 21/06 8214-4B 
21/08 8214-4B 
(C 1 2 P 21/08 
C12R 1:91) 
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